Involvement of a GABAergic mechanism in the pharmacologic action of phenytoin.
In vivo interactions between phenytoin (PHT) and baclofen (a GABAb receptor agonist) or PHT and progabide (a GABAa receptor agonist) were investigated by the rotorod minimal neurotoxicity test and maximal electroshock seizure (MES) test. The combination of PHT and baclofen produced an additive effect by the rotorod test, whereas the combination of PHT and progabide elicited a supra-additive (synergistic) effect. The median minimal neurotoxic dose of baclofen augmented the anti-MES activity of PHT. The combination of PHT and progabide induced a supra-additive effect by the MES test. These results imply that GABAa receptors are involved in both the minimal neurotoxicity and anti-MES activity of PHT.